Zealand Pharma A/S w w
Clinical Trial Report ZP4207-16051

ZEALAND PHARMA

APPENDIX 16.1.9: DOCUMENTATION OF STATISTICAL METHODS
Statistical Analysis Plan, Version 1.0, 12 December 20162

Confidential & Proprietary 1
Final Version 1.0, 10 November 2017




Zealand Pharma A/S w w
Clinical Trial Report ZP4207-16051

ZEALAND PHARMA

Zealand Pharma A/S CONFIDENTIAL Statistical Analysis Plan
Clinical Trial Protocol ZP4207-16051 V1.0 12 December 2016

STATISTICAL ANALYSIS PLAN

PROTOCOL ZP4207-16051

The Bionic Pancreas Feasibility Trial
Testing the Bionic Pancreas with ZP4207

Investigational Product:  ZB4207

Protocol Number: ZP4207-16051
Development Phase: Phase 2
Sponsor: Zealand Pharma A/S

Smedeland 36

DK-2600 Glostrup (Copenhagen)
Denmark

Tel: +45 B8 77 36 00

Fax: +45 88 77 38 98

Based on Protocol v. 7.0, 28 September 2016

SAP Version V1.0
SAP [Pate: December 12, 2016

Page 1 of 16

Confidential & Proprietary 2
Final Version 1.0, 10 November 2017




Zealand Pharma A/S 9 - w
Clinical Trial Report ZP4207-16051 -

Zealand Pharma A/ CONFIDENTILAL Statistical Analysis Plan
Clinice] Trial Protocol ZP4207-16051 V1.0 12 December 2016
SIGNATURE PAGE

STUDY TITLE: The Bionic Pancreas Feasibility Trial Testing the Bionic Pancreas with ZP4207

Prepared by:

Date

PhD

Biostatistician
Medpace

We, the undersigned, have reviewed and approved this statistical analysis plan.

Signamre Date

Principal Clinical Pharmacologist
Zealand Pharma A/S

PhD
Principal Biostatistician
Medpace

Page 2 of 16

&
2

Confidential & Proprietary
Final Version 1.0, 10 November 2017




Zealand Pharma A/S w : w
Clinical Trial Report ZP4207-16051 et

ZEALAND PHARMA

Zealand Pharma ASS CONFIDENTIAL Statistical Analysis Plan
Clinical Trial Protocol ZP4207-16051 V1.0 12 December 2016

TABLE OF CONTENTS
LIST OF ABBREVIATIONS AND DEFINITION OF TERMS........cocommmmmmmmmmmmmmmrsmssessesesens &
I.  INTRODUCTION ....onsenevens SN T SSm———

2 TR & B, AR FOSNDRSI PO S————— 3

2 TR O B W I W b oo LSRR i s ]
3.1 Owerall Trial Design and Treatment ASSIENMENT oo 5
AZ  Tonal Badioints st minmrenmamssssssszmsrsngr it ssassrigaemssmmsem
S8 Bty Bl o s s O
322 Becondaey Endpolis.coutmmminimnnanmmnrmsmsinsnsmmiiasss

4. STATISTICAL METHODOLOGY ..ot iccriicisiisensnssnssssnssessssssssssssassnessresens 10
4.1 Baseline, Endpoint, and Other Statistical Considerations ..............overereresesiene. 10
I 5 L R T I DRI R ——
4.3 Subject DISPOSItION . ......ccovvrcrberes e crses s rreressesssssssssssssssesssssssssassessssessssessssamsasmsnes | |
44  Demographics and Baseline CHaracteristics.......covuuesirmsssasessesssassassnssssnsssasssssasnsnss | |
4.5 Prior and Concomitant MediCalions ...l cerececreessrsssis s sssssss s s smas s s aes 12
4.6  Primary Endpoint ANalySes.... ... deesiicssnnisiicnsiessssssmssrnsssasresssesssnsnsssssssnsssnss 12
4.6.1 Adverse Events ... b T s ST e |
4.6.2 Clinical Laboratory Tests..Lo...ederrsrnrirrrnessssssssssssrsessssssssnssssssssrsssneors 1.3
4.6.3 Physical Examination........ e e e R S M e e, P
4.64 Vital Signs....coriiinnnenin e A A A R S e e s Lo
4.6.5 Electrocardiogram Findings.............hoeivcvmcis s sssssnsssssssnssesns

o
'
Lad

466 Immunogenicity.......c.ce... sy |
4.6.7  Local Tolerability .. eeberirrr e dessisssssesecsrseseesaesasssssessessssssmssnsssssssssarsnses 1.3
4.6.8 Painand Nausea.......coeuenee SIS SRS—————r R i
4.7  Secondary Endpoint ANBLYSES .|........cee feersiesnuiasssnsnsnssssssssssssssssnesresssnsnensassassanss |4
4.7.1 Biocnic Pancreas Function Endpoints_........ccoevcrrrsercnresimesssssssssessssssinse 14
4.7.2 Glycemic Endpoints.......... R D S SRR e o,
4.7.3  Non-glycemic Endpoints.. .. bississmessnmnemimesesnescsesnsscsnsssssnensassnssanss 13
474 Tterim ADAIYSES..mmmupunmpmmnlissicsss s it sy L3

5 SAMPLE SIZE DETERMINATION ..).. i 1D

6. OTHER INFORMATION RELATED TO THE PROJECT e 16
6.1 eniera] TR o .cvvomsnssmsbosmmm s tins s Sk S PR RS A S em e, 1D
6.2 Programming Specifications...| ...l s senes 10

Page 3 of 16

Confidential & Proprietary 4
Final Version 1.0, 10 November 2017




Zealand Pharma A/S

Climcal Trial Report ZP4207-16051

Zealand Pharma A/S

CONFIDENTIAL

Clinical Trial Protocol ZP4207-16051 V1.0

ZERL 3

ZEALAND PHARMA

Statistical Analvsis Plan
12 December 2016

LIST OF ABEREVIATIONS AND DEFINITION OF TERMS

Abbreviation ] Definition
l ADA Anti-drug antibodies
AE Adwverse pvent
ATC Anatomical therapeutic class
BG Blood glucose
BMI Body mass index
BP Bionic pancreas
CGM Continugus glucose monitor
CSR Clinical $tudy Report
DBR Databasef review
ECG : Electrocardiogram
eCRF | Electronic Case Report Form
ICH | International Conference on Harmonisation
IMP | Investigational Medicinal Product
MedDRA Medical Dictionary for Regulatory Activities
MGH | Massachusetts General Hospital
RTF Rich Text Format
SAE Serious adverse event
SAP | Staristical Analysis Plan
sC | Subcutaneous
SD | Standard |deviation
sop Standard joperating procedure
TIDM Type 1 diabetes mellitus
VAS Visual analog scale
WHO World Health Organization
|
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L. INTRODUCTION

This Statistical Analysis Plan (SAP)
protocol version 7.0 dated September
of the statistical methods and procedu
within the scope of Clinical Trial Protg

Results obtained from the analysis ou
Clinical Study Report (CSR) for this p
identified in the protocol; where cof
identified. If additional analvses are re
SAP. they may be performed and will
this SAP will be agreed upon between J
deviations from the tables/figures/list
document) may not be documented
Specifications document.

r
2.1.1

TRIAL OBJECTIVES
Primary Objective

The primary objective of this trial is:

is based on the Zealand Pharma A/S (“Zealand™) final
28, 2016. | The SAP provides guidance for and description
ires o be|implemented for the analyses of data collected
col ZP4207-16051.

lined in this document will become the basis for the final
rotocol. This SAP supersedes the statistical considerations
nsiderations are substantially different, they will be so
quired to supplement the planned analvses described in this
be identified in the CSR. Any substantial deviations from
fealand and Medpace and identified in the CSR. Any minor
ngs (provided in a separate Programming Specifications
n the CSR, but will be noted within the Programming

* Toconduct a trial testing the safety and tolerability of the bionic pancreas (BP), using either

the iLet or the (Phone platform
patients with type | diabetes m

2.1.2  Secondary Objective
The secondary objectives of this trial a

* To measure glycemic regulatio
with continuous glucose monits
To evaluate BP device reliabilif
To document the satisfaction

functionality and user interface

3. TRIAL OVERVIEW
3.1 Overall Trial Design and T
This is a Phase 2 single-center, open-
(=18 vears of age) with TIDM. Pat
subcutaneous (5C) insulin infusion pun
and efficacy of the BP, using either th

1, when used with ZP4207 in 20 adult (=18 years of age)
e[litus (T1DM).

re.

n, including hypoglycemia exposure (percent of time spent
or [CGM] |glucose < 60 mg/dL).

of patients with the BP with the goal of optimizing the
of the BP,

B

rcatment Assignment

abel, 2-part, randomized cross-over trial in adult patients
ents who|already manage their TIDM using continuous
np therapy will be enrolled. The trial will assess the safety
e iLet or the iPhone platform, using the glucagon analog
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ZP4207 versus Lilly glucagon. In Part|1. up to 10 patients will participate in two |-day treatment
arms in random order (iPhone-based BP using ZP4207 and iPhone-based BP using Lilly glucagon)
according to the randomization scheme. In Part 2, up 1o 10 new patients will participate in two 1-
day treatment arms in random order (iLet using ZP4207 and iLet using Lilly glucagon) according
to the randomization scheme. The BP|will also administer insulin (insulin lispro, Lilly Humalog)
using the same blood glucose (BG) cantrol algarithm for all 4 treatment arms. The trial will be
conducted at the Massachusetts General Hospital (MGH) Diabetes Center in Boston, MA. Up to
40 patients will be enrolled in this trial with the expectation that up to 10 patients will complete
each part of the trial.

The overall trial design is displayed in|Figure 1.

Figure 1. Trial Design Schematic

Part 1:
Treatment
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)

Paments can only participate in | part of the tnal.
ADA = antidrug sntibodics, BP = bionic pancreas.

Patients who have completed the Screening Visit and meet all of the inclusion and none of the
exclusion criteria will be enrolled. The order of the treatment visits will be randomized in blocks
of 2 patients.

The schedule of events for the trial is provided in Table 1.
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Table 1. SCHEDULE OF PROCEDURES — PARTS 1 AN 2

Trial Visit Visit 1 [1] Vigit 2 Visit 3 [2] [3] Visit 4 [2] [3] Visit 5 Visit &

Screening Training [4] [5] [5] ADA Follow-Up [T]

{1* Treatment | (2 Treatment | Assessment
Visit) Visit) Visit [6]
Informed consent X -
Assess/confirm eligibility A A
Demograghics | X -
Medical, surgical, and social history; X
allergies .
Concomitant illness x B o R )
Concomitant medications X X | X X X X
Height, waight, physical examination, X X [9] X [9]
and vital signs including body
temparaiure and blood pressure |8) S — —
12-lead ECG A X [10] X [10] F——
Lrine HCG pregnancy test and X X x
menstrual history [11]
FSH{12] X
Screening labs - HbAlg, optional X
fractionated metanephrines [13) I o o -
Salety lab sampling including X X [0 A [10] X
chemistry and hemalolegy I
Training on devices [14] . x -
Monitored BP use X X
Flasma glucose sampling [15] X | X _; _"_ ____ .
ZP4207 fglucagon exposure sampling A x
[16] N
Mausea and infusicn site pain VAS X X
and infusgion site reaction Draize
scale (visit start [17], hourly, & visit
and)
Page 7 ol 16
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Trial Visit Visit 1 [1] Visit 2 Visit 3 [2] [3] Visit 4 [2] [3) Visit 5 Visit 6
Screening Training [4] 5] [5] ADA Fellow-Up [7]
(1% Treatment | (2" Treatment | Assessment
Visit) Visit} Visit [6]

Standardized lunch [18] X X

In-clinic exercise [19) x x

Questionnaires (pre & post BP) X X

ADA X [20] i X
Adverse event review x x X X

mey participate in the iial per day.

rescheduled wihin the visil window.

10, AL visil start and visil end.

13, Ifindicated by history,

samipling will bz every 10 minules,

18, Belwesn approximalely Hour 3 and Hour 4,
19, Belween approcimalely Hour 6 and Hoaw 7,
20, Before the starl of dosing.

Wil G vall take ploce 25 days 24 days rom Visil 4,
. Haigh and physical examination will ba measured al Visit 1 onky.
9. Vilal signs including body lemperalure and blood pressure will be oblaimed al wsil starl and visil e,

4 Vigal 3 will lako place al ksl 48 hous afler screenieg (Visil 1) and no mone Than 30 days allor screening (Visil 1).

5. Thee will ke a 24-hour minimumn washoul belween Visil 3 and Visi 4 and a maxinun of 3 weeks between Visil 3 and \WVisil 4.
6. Wisil 5 wall lake place 10 days +3 days [rom Visil 4,
7
]

1. Once the patient has boen eneclled and eligibilily has beon oslablshed, the order of the realmend visits will ba randomized in blocks of 2 palients.
2. In Parl 1, each palient will parlicipale in 2 ineatmend visda: 1 walh the [Fhone-based BP using ZP4207 and 1 wilh the IPhone-based BF using Lilly glucanon in a randomized
order. In Part 2. each patient will parlicipate in 2 breatmenl visits: 1 with the iLel using ZP4207 and 1 with the iLel using Lilly glucagon in a randamized order. Up to 2 palients

3. The nighl betorn the visil, patkents will place a Dexcom G4 CGM sensor in the abdominal skin and calibrate he sersor whon prompled wsing e providied Nova StalStrip
Y¥prass maled, Palems will ba askad lo armive at the wsit al laast 1 howr in advance of tha starl of the BP hawvng fasted smce 1200 AK the night belora (lreatmant walh simgpke
carbohydrale of up lo 30 g lor a low s ellowed). If the patiend is nol lasted, the weil will be rescheduled wilthin the visit window. If B3G (s 2250 mgfdL, the visil will be
roschoduled wihin the visil window, IT BG = <50 myfdl. trealment wilh simple carbabhydrse is allowed. I the patienl experiences persistent hypoglycemia, the visil will be

11, Urine HCG pregnancy tesl ondy o women of childbearing polential. The date of ihe lxst menstrual period in female patients wil be oblained a1 Visll 1 only,
12, Testfor FSH leved only for postimencpausal women amencrheic for less than 1 year,

14, Palients will be lrained in the insertion and calibration of he Dexcom G4 sensor, diabeles managemnent (e.9., basal insulin rate adpstment by insulin pumg) during fasting
prioe lo and bebween the eatmend visits, and irial policios and proceduros.
15, Collecled ab keast houry, Il BG ks <150 mgfdL, then sampling will be every 30 minutes. If BG is <100 mgédL, then sampling will be every 20 minubes, If BG s <80 mgidL, then

16, Collected al beast hourly, I BG Is <150 mgédL, more frequenl samples for plasma ZP4207/glucagon may be drawn at the discretion of the Invesligalor,
17, Once (he infusion siles have been placed bul no dreg has yel been administersd,

AI]A = anti-drug anlibodies; BG = blood glucose; BF = biorc pancreas;, CGM = conlinuous glucose manilon, ECG = elecirocardiogram; FSH = follicke-glimulating homons;
Hbd e = hemoglobin Ale HOG = hurnan chorionic gonadobropin: VAS = visual analog scale.
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|
32 Trial Endpoints
ko | Primary Endpoint

The primary endpoint is the safety and mim-abili:iy of ZP4207 inthe BP using sither the iLet or the
iPhone platform as 2ssessed by [

» Number and type of adverse events (AEs)
* Clinical laboralory measurements |

= Vital signs

= |2-lead electrocardiograms (ECGs)

* Local tolerability and infusion site reaclions as measured with the Draize scale
* Immunogenicity as measured by imli-l;l!rug antibodies (ADA)

+ Pain as measured on & 10 em visual anTIog scale (YAS)
+= Mausea as measured on a 10 em VAS

522  Secondary Endpoints |

The secondary endpoints include measurements of BP function as well as glyeemic and non-
glycemic measurements [

322.1 Bionic Pancreas Function Endpoints |

This endpoint daia will be generated from the BF cata during each reaiment visit:

* Average percent insulin dose amounts calculated by the BP control algorithm that are
successfully delivered by the pump
*  Average percent glucagon/ZP4207 dose amounts calculated by the BP control algorithm
that are successlully delivered by the pun:ip
= Average percent dose amounts swcmful;ly issued to the pump by the BP conirol algorithm
that are successflly delivered by the pump {calculated doses are not issued unless the pump
i5 accessible and its delivery channel is a-l.railahTej
o Average percent insulin dose amounts successfully issued to the pump by the BP
control algorithm that are successfully delivered by the pump
o Average percent glucagon/ZP4207 dose amounts successfully issued to the pump
by the BP control algorithm that +re successfully delivered by the pump
= Average percent dose amoumts calculated by the BP algorithm that are successfully issued
to the pump by the BP (calculated doses|are not issued unless the pump is accessible and
its delivery charnel is available) [
o Average percent insulin dose amounts caleulated by the BP contmol algorithm that
are successfully issued by the BP|
o Average percent glucagon/ZP4207 dose amounts calculated by the BP conirol
algorithm that are successfully issued by the BP
* Average percen: of S-minute steps during which the BP is functioning nominally in all
respects based on real-time CGM data (meaning a new CGM glucose reading is captured,
the dose is calculated, and the dose is issued 1o the pumps)
= Average percent of 5-minute steps during which the BP is functioning nominally with or
without a new CGM glucose reading captured (meaning the dose is calculated end issued
to the purps). Ifa CGM signal is not available, the dose caleulated may be based on weight
or historical basal rates. '
»  CGM reliability index (calculated as the percent of possible values actually recorded by the
CGM)

Page 9 of 16
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= CGM Mean Absolute Relative Difference versus time-stamped BG values from meter
download
e List of technical faults associated with the BP including cause and resolution

3222 Glyeemic Endpoints

All of the following metrics will be generatad from the Dexcom G4 Platinum CGM data during
each treatment visit:

& Fraction of time spent within each of the following glucose ranges:
o <530 mg/dL

<60 mg/dL

<70 mg/dL

70-120 mg/dL

T0-140 mg/dL

T0-150 me/dL

=] 80 mg/dL

=250 mgidL
& >300 mg/dL

« MNumber of severe hypoglveemic cvcn;ts (paticnts unable to self-ireat, requiring the

assigtance of another person)

Number of episodes of symptomatic hypoglycemia

MNumber of carbohydrate interventions for hypoglycemia

Total grams of carbohydrates taken for hypoglycemia

Mean CGM glucose

2000000

L]
-
L]
-

32235 Non-glycemic Endpoints

*  Glucagon/ZP4207 1otal delivery per kg of body mass
* Insulin total delivery per kg of body mass

»  Number of unscheduled infusion sct replacements

» Mumber of unscheduled CGM sensor changes

4. STATISTICAL METHODOLOGY

41 Baseline, Endpoint, and Other Statistical Considerations

The clinical statistical enalyses will be performed by Medpace.

Descriptive summary statistics including number (n), mean, median, standard deviation (SD),
and range (minimum, maximum) for continuous variables (interquartile range [25%, 75"
percentile] for non-parametric tests), and counts and percentages for categorical variables will
be used to summarize data, as appropriate. Where appropriate, p-values will be reported. All
statistical tests will be conducted using 2-sided tests with 5% significance level and 95%
confidence interval, unless otherwise stated.

For all analyses, the 2 treatment amms from Part 1 (iPhone-based BP) will be compared, and
the 2 treaiment arms from Part 2 (ilet) will be compared. The analyses of Part | will be
completely separate from the analyses of Part 2,

All data will be listed in patient-level data listings.
Page 10 of 16
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1.2 Analysis Populations
The following analysis populations are defined:

The Safety Analvsis Set will consist ofall patients who receive at least | dose of investigational
medical product (IMP).

I'he Full Analvsis Set (intent-to-treat population) will consist of all randomized patients. In
exceptional cases, patients from the Full Analvsis Set may be excluded {(will be decided in the
database review [DBR] meeting). In such cases, the exclusion will be justified and
documented.

The Per-Protocel Set will include all patients of the Full Analvsis Set who completed the trial
without any major protocel violations that may interfere with the assessment of drug efficacy.

Analyses of efficacy endpoints will be based on the Full Analysis Set (and Per-Protocol Set if
necessary). This decision will be made in the DBR meeting. The analysis of the safety
endpoints will based on the Safety Analysis Set.

Before data are released for statistical analvsis. a blinded review of all data will take place to
identify protocol deviations that may potentially affect the results. At this time, it will be
determined if patients and'or data should be excluded from the analysis. Furthermore, outliers
will be identified by data review according to Intemnational Conference on Harmonisation
[ICH) Guidance E9.

Obviously erronsous data points may be excluded from the analvses or re-analvzed (e.g.. serum
concentrations). The decision to re-analyze or exclude data points from the statistical analysis
is the joint responsibility of the Sponsor, the Principal Investizator, and the Trial Statistician.

The patiemts or observations to be excluded and the reason for their exclusion will be
documentad and signed by those responsible prior to database release. The documentation will
be stored together with the remaining trial dpcumeniation. The patients and observations
excluded from analysis sets, and the reason for this, will be described in the clinical trial report.

43 Subject Disposition

Subject disposition information will be summarized for each treatment sequence and for each
treatment group. Counts (number and percent) of patients who are randomized. who receive
the trial medication, who complete the trial, and who withdraw from the trial will be presented
by treatment sequence and by treatment group.| The reasons for early withdrawals will also be
tabulated. The randomized patients within| cach treatment group will be used as the
denominator for the percentage caleulation, Subject disposition {including the number of
screened patients and the reason for screen failure), inclusion / exclusion eriteria, and
comments will be listed.

The number and percent of parients in sach analyvsis population will also be tabulated.

44  Demographics and Baseline Charactéristics

Demographics end baseline characteristics will be summarized deseriptively by treatment
sequence and by treatment group for the Safety Analysis Set and repeated for the Full Analysis
Set and Per Protocol Set if they are different from the Safery Analysis Set.

Demographic and baseline charactsristics include, but are not limited to, age at informed
consent, gender, race, ethnicity, body weight, and body mass index (BMI). Continuous

Page 11 of 16
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variables (e.z.. age, weight, and BMI) will be summarized by descriptive statistics (n, mean,
5D, minimum, median, and maximum). Categorical variables (e.g.. gender, race. and ethnicity)
will be summarized by the number and percentage of patients in corresponding categories.

Medical history will be summarized for the number and percentage of patients for each system
organ class and preferred term by treatment group and in total. Medical and social history will
also be listed.

4.5 Prior and Concomitant Medications

All medications administered during the trial will be listed and coded using the most current
version of the World Health Organization (WHO) Drug Dictionary. A listing of all
concomitant medications including the reported term, preferred term, and Anawmical
Therapeutic Chemical (ATC) class, start amfl stop dmtes, and other relevant data will be
provided. The number and percentage of patients taking prior and concomitant medications
will be summarized by treatment group, ATC and preferred term. Concomitant medications
include all medications taken during the trial from screening onward. Prior medications
include all medications taken and discontinued before screening.

4.6 Primary Endpoint Analyses

All safety analyses will be performad using the Safety Analysis Set. Safety variables will be
summarized using descriptive statistics for continuous variables and frequency and percentage
for categorical variables. These safety analyses will be compared qualitatively between the
two treatment groups.

4.6.1 Adverse Events

All AEs from the time of signing the mfurmcd consent through trial completion will be
recorded on the ¢lectronic Case Report me (eCRF). An AE is any untoward medical
pecurrence in a clinical trial patient administered an IMP and which does not necessarily have
a causal relationship with the treatment. An AE can, therefore, be any unfavorable and
unintended sign (e.g., and abnormal laboratary finding), symptom, or disease temporarily
associated with the use of an IMP, whether or ot considered related to the IMP. For this trial,
insulin (insulin lispro, Lilly Humalog), glucagon (glucagon for inject. Eli Lillv). and ZP4207
are all regarded as [MP.

Adverse events will be caded using the latest version of the Medical Dictionary for Regulatory
Activities (MedDRA). The actual used version number will be documented in the database.
Individual AEs will be presented im a listing| including relationship to tral product/device,
severity, and treatment period at onset. If more than 20 weatment-emergent AFs (AEs with
onset after [first| dosing at Visit 3 until the follow-up Visit 6) are registered, a summary table
including number of AEs, number of patiznts with at least 1 AE, and percentage of exposed
patients with at least | AE will be made by system organ class and treatmant period at onset.
Specific by-patient listings of serious advers¢ events (SAEs) and treatment-emergent AEs
leading to discontinuation will be provided, |

Page 12 of 16
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4.6.2  Clinical Laboratory Tests

Summary statistics of clinical chemistry and hematology paramerers will be provided by
treatment sequence at cach time point (i.e. start of visit and end of visit) within each period.
Change from the start of the visit will also be summarized by weatment. Frequency counts and
percentages of patients with normal and abnormal results, for parameters of interest. will also
be presented by treatment sequence. Listings of patients with abnormal resulis will be
provided.

4.6.3 Physical Examination

Physical examinations at screening will be summarized. Individual data on physical
examinations will be listed.

4.64  Vital Signs

Vital signs (temperature, heart rate, weight, body mass index, and systolic and diastolic blood
pressure) will be summarized descriptively by treatment sequence and visit time point (i.c.,
start of visit and end of visit) within each period. Change from the start of the visit will also
be summarized by treatment group. | Individual data on vital signs will be listed.

4.65  Electrocardiogram Findings

Electrocardiogram results will be summarized descriptively by treatment sequence and visit
time point (i.e., start of visit and end of visit) within each period. Change from the start of the
visit will also be summarized by treatment group. Individual data on electrocardiogram results,
including Investigator’s comments. will be listed.

4.6.6 Immunogenicity

Immunogenicity will be summarized descriptively by treaiment sequence and visit time point
along with the change from baseline to follow-up, where baseline is defined as the
measurement from Visit 3 prior 1o IMF administration. Individual data will be listed.

4.6.7 Local Tolerability

Local tolerability and infusion site reactions will be summarized by treatment using frequency
counts and percentages. Individual data, recorded with the Draize scale. regarding local
tolerability and infusion site reactions will be listed.

168 Pain and Nausea

Pain and nausea will be summarized descriptively by treatment and visit time point (i.c.. start
of visit, hourly, and end of visit). Change from the start of the visit will also be summarized
by treatment group. Individual data will be listed.
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4.7 Secondary Endpoint Analyses |

Secondary endpoint analyses will be perfnméﬂ on the Full Analysis Ser. The same analysis
will be repeated on the Per-Protocol Set, if it differs from the Full Analysis Set, to test the
robustness of the analysis. All assessments wi].l be presentzd by treatment group.

In general, descriptive statistics for the meas ul‘tmems (including percent change and/or change
from baseline, if applicable) will be presented by treatment group and visit time point for all
secondary endpoint variables to be ana?yzed In cases where a treatment arm was not
completed (and that arm was not repeated a:CCOn:Img to protocol criteria), available data from
that arm will be used in the analysis.

4.71 Bionic Pancreas Function Fndpul.u'lx

The plasma ZP4207/Lilly glucagon eancmtrmmn will be summarized descriptively at each
time point by treatment group (e.g. n. m:an.l 3D, coeflicient of variation [CV%), median,
minimum, and maximum). Mean concentration will be plotted over time, by treatment group.
Individual plasma concentration-time curves vJI'I]I be ploted by partient.

The analysis of BP function endpoints will be pn an intention-to-treat basis. In cases where a
treatmentarm was not completed (and that arm was not repeated according to protocol criteria),
available data from that arm will be used in rh& data analvsis,

A paired t-test or the Wilcoxon signed rank testimr comparison of means with normally or non-
normally distributed residuals, respectively. will be used. The Shaprio-Wilk test will be used
to determine the normality of the residuals for dlmh comparison. The residuals will be obtained
from an ANOVA model with treatment group as the fixed effect. If the p-value of the test is
less than 0.001, the non-parametric method will be utilized to analyze the endpoint parameter.
The sample SAS code for the paired t-test an+]:-' sis involving the average percent of insulin
dose amounts successfully delivered by the pmlnp is included here:

FETFFFFEAAAB ARSI T AT TR A TEFERAFE AR E T L R L R R L L Lo e

|
Neote: InsTrtl = the average percent of insul

in dose amounc m.:n:.--:s: Lully
" 3 { = : -
deliverad by the ]TL':?‘.;:JG::i treatment with Lilly rj.._,._a:_,'c:.
InsTrtd = the average percent of insulin dose amount successf ully

_e--ve-‘ed by the Fump | |during treatment with 2P4207.

u-1--l--i-!--ititi++**+rrvvr-wuc.n...q-.-a+-+---+---.-.,*,_,,,,,---.;--,..
proc ttest [
paired InsTrtl*InsTrca:

Eumg |

In & secondary analysis, any period effect and| any interaction between treatment and period
will be looked for, althuugh ne such mterar.nqn is predicted for the efficacy outcomes. The
efficacy outcomes will be analyzed using a mixed model in¢luding terms for treatment and
period as fixed effects, an interaction term, and subject nested within sequence as a random
effect. A patient must have a data value for bnrh periods in order to be included in the analysis
for the given parameter. The sample SAS cad-: for this analysis is included here:
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Note: Insulin = the avarags percent| of insulin dose amounts succesgiully
delivered by the pupp
subject = gubject identificatfion number.
sgguance = geguences ozdar (1- g.ll..caga*;z%za?, 2-284207/glucagon) .
treatment = trsatment group ”-L-l ¥ glucagon, 2=ZP4207).
pariod = analysis period numper (1=Visit 3, 2=Visit 4).
"T.--*"****.'+'**'l'"'i'l*‘*'*****?*‘*T'*IT1'*""*"!-irirr-ii-ii#---hj
proc mixed : L
class subject seguence treatment peried;

model Insulin = treatmant r:anric.];t treatment *pariod ;
|
random sSubject {saguence) ; |

Cung; |

4.72  Glyecemic Endpoints

Similar analysis, as described previously for the BP function endpoints, will be performed for
the plasma glucose measurements.

The number of patients and the proportion pf patients with severe hypoglveemia events,

symptomatic hypoglyeemia, and carbohydrate interventions due to hypoglveemia will be

summarized descriptively. The number of events will also be summarized. The proportions

will be analvzed by a Fisher's exact test, 1Fdarh allow. The sample SAS code for the analysis

mw:-lvmrr the proportion of subjects that had a r.arbohvdrale intervention due to h}pngl'memm
mcIuded here:

A 8 S e o e e e e = g W -
Note: treatment = Treatment grocp :1=+i:'_}r glucagon, Z2=ZD4207)
carb = subject had a carboBwdrate interventions cue to
hypoglycemia (Yes or No).

'T.T-T""'.'.*"FTFFI'I.iblii'r"b+v1"#r-i-'—'q+iy§§'1ij"‘;_q_q,.-*..*-i
proc frag ;
tables treatment*carh /| fizsher

run;

473  Non-glycemic Endpoints

The nen-glyveemic endpoints will be summarimrd descriptively by treatment group.

474  Interim Analysis

An interim database lock may occur upon pletion of Part 1 of the trial to analyze the
iPhone-based BP duta, if applicable.

5. SAMPLE SIZE DETERMINATION

No formal sample size calculations were made. It is expected that between 20 and 24 patients
will be randomized in the trial. The sample slzr: is based on a clinical rather than statistical
rationale. The sample size is considered adl.Tuatl. 1o address the primary wial objective of
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exploring the safety of ZP4207 when used in the BP and with reference to Lilly glucagon used

in 1he BP.
b. OTHER INFORMATION RELATED TO THE PROJECT
6.1 General Information

Medpace is responsible for the statistical ann!;:.-scs for this trial. The statistical planning and
conduct of analyses of the data from this trial will follow the principles defined in relevant
ICH-ES guidelines and Medpace’s biostatistical standard operating procedures (SOPs). All
tables, figures, and listings will be generated with SAS® (SAS Institute Inc., Cary, North
Carolina, USA) Versicn 9.3 or higher and printed using a Rich Text Format (RTF) file format.
The program name and dates will appear in the lower left corner of all tables, figures, and
listings. The last line of each page fora tahleoj_r listing will be clearly marked with a solid line.
This will assure the reader that text andf/or| data have not been lost.  Footnotes (where
applicable) will appear below the line at the bottom of the tables, figures, or listings and will
be in paragraph format.

All tables, figures, and listings will be printed on letter sizz paper, 8 ¥ inches by 11 inches, in
landscape mode. The top margin will be 125 inches and other margins will be 1 inch.
Generally, tables. figures, and listings will be printed using Courier New % pt font. This
corresponds 1o settings in SAS of linesize=134|and pagesize=48. The format of some displays
may change slightly depending on the actual length of the dam displayed.

6.2 Programming Specifications

The programming specifications, including the mock-up analysis tables, figures, and data
listings, as well as the derived database specifications, will be prepared in stand-alone
documents. The programming specification documents will be finalized prior 1o database lock.
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